FORMPTO-1390(Modified) 




David A. MARK, I^a^TWYM 



Applicant herewith submits to the United States Designated/Elected Office (DO/EO/US) the following items and other information: 

1. This is aFIRST submission of items concerning afiling under 35 U.S.C. 371. 

2, □ This is a SECOND or SUBSEQUENT submission of items concerning afiling under 35 U.S.C. 371. 



5PATENTANDTRADEMARHDFFICE ATTORNEY'SDOCKETNUMBER 



.S. DEFARTMENTOF COMMERCEPATENTAND TRADEMARHDFFICE 



TRANSMITTAL LETTER TO THE UNITED STATES 
DESIGNATED/ELECTED OFFICE (DO/EO/US) 
CONCERNING A FILING UNDER 35 U.S.C. 371 



J'lONAIAPPLICAT] 
'CT/EP98/0i 



IINTERNATIONAIFILINGDATE 
December 30, 1998 



:ally cense nutritional composition 



ATTOR] 
112701-006 



U.S. APPLICATIONNO. (IFKNOWN,SEE37 CFR 

09/622629 



PRIORITYDATECLAIMED 
February 18, 1998 



/5nd Tom MICHALSKI 



This is an express request to begin national 
examination until the expiration of the applicable 



procedures (35 U.S.C. 371(0) at any time rather than delay 
limit set in 35 U.S.C. 371(b) and PCT Articles 22 and 39(1). 



□ A proper Demand for International Preliminary Examination was made by the 19th month from the earliest claimed priority d 
K A copy of the International Application as filed (35 U.S.C. 371 (c) (2)) 

a. K is transmitted herewith (required only if not transmitted by the International Bureau). 

b. □ has been transmitted by the International Bureau. 

c. □ IS not required, as the application was filed in the United States Receiving Office (RO/US). 

□ A translation of the International Application into English (35 U.S.C. 371(c)(2)). 
K A copy of the International Search Report (PCT/ISA/210). 

K Amendments to the claims of the International Application under PCT Article 19 (35 U.S.C. 371 (c)(3)) 

a. □ are transmitted herewith (required only if not transmitted by the International Bureau). 

b. L i have been transmitted by the International Bureau. 

c. □ have not been made; however, the time limit for making such amendments has NOT expired. 

d. K have not been made and will not be made. 

Ll A translation of the amendments to the claims under PCT Article 19 (35 U.S.C. 371(c)(3)). 
El An oath or declaration of the inventor(s) (35 U.S.C. 371 (c)(4)). 

A copy of the International Preliminary Examination Report (PCT/IPEA/409), 

□ A translation of the annexes to the International Preliminary Examination Report under PCT Article 36 
(35 U.S.C. 371 (c)(5)). 

:cins 13 to 20 below concern document(s) or information included: 

□ An Information Disclosure Statement under 37 CFR 1.97 and 1.98. 

□ An assignment document for recording. A separate cover sheet in comphance with 37 CFR 3.28 and 3.31 is included. 

□ A FIRST preliminary amendment. 

□ A SECOND or SUBSEQUENT preliminary amendment. 

□ A substitute specification. 

□ A change of power of attorney and/or address letter. 
K Certificate of Mailing by Express Mail 

□ Other items or information: 



Page 1 of 2 



PCTUS1/REV03 



533Rec'dPCT/PT0 17 AUG 2000 



U.S . APPLICATIONNO. (IF 



INTERNATIONAIAPPLICATIONNO. 
PCT/EP98/08568 



ATTORNEY'SDOCKETNUMBER 
112701-006 



21. The following fees are submitted:. 

BASIC NATIONAL FEE ( 37 CFR 1.492 (a) (1) - (5)) : 

□ Neither international preliminary examination fee (37 CFR 1.482) nor 
international search fee (37 CFR 1.445(a)(2) paid to USPTO 

and International Search Report not prepared by the EPO or JPO 

K International preliminary examination fee (37 CFR 1.482) not paid to 
USPTO but Intemation Search Report prepared by the EPO 

□ International preliminary examination fee (37 CFR 1.482) not pai 
but international search fee (37 CFR 1.445(a)(2)) paid to USPTO 



JPO . 



ENTER APPROPRIATE BASIC FEE AMOUNT = 



CALCULATIONS PTQ USE ONLY 



Surcharge of $130.00 for furnishing the oath or declaration later than 
months from the earliest claimed priority date (37 CFR 1.492 (e)). 



NUMBER FILED 



NUMBER EXTRA 



Independent claims 



Multiple Dependent Claims (check if applicable) . 



TOTAL OF ABOVE CALCULATIONS 



TOTAL NATIONAL FEE = 



Fee for recording the enclosed assignment (37 CFR 1.21(h)). The assignment must be 
accompanied by an appropriate cover sheet (37 CFR 3.28, 3.31) (check if applicable). 



TOTAL FEES ENCLOSED = 



A cheek in the amount of S840.00 



Q Please charge my Deposit Account No. 

A duplicate copy of this sheet is enclosed. 



sr the above fees is enclosed. 



:o cover the above fees. 



The Commissioner is hereby authorized to charge any fees which may be required, or credit any overpayment 
to Deposit Account No. 02-1818 A duplicate copy of this sheet is enclosed. 

NOTE: Where an appropriate time limit under 37 CFR 1.494 or 1.495 has not been met, a petition to n 
L137(a) or (b)) must be filed and granted to restore the application to pending status. ^ 

SEND ALL CORRESPONDENCE TO: 

Robert M. Barrett, Esq. 

Bell, Boyd &L.oy; LLC ^GNATURE 

n?- ^"^ rVLon Robert M. Barrett 
Chicago, IL 60690-1135 

NAME 

30,142 

REGISTRATION NUMBER 
August 17, 2000 



Page 2 of 2 



10 



20 



PCT/EP98/08568 

§9/622629 

Calorically Dense Nut ritional Cnmposition \ 



This invention relates generally to the treatment and nutritional support 
of mammals. More specifically, the present invention relates to compositions for 
use in metabohcaliy stressed patients who need food restriction, but who do not 
necessarily need increased contents of protein or special nutrients. 

Patients suffering from a loss of nutrients require adequate nutritional 
support. A lack of adequate nutritional support can result in malnutrition 
associated complications. Thus, the goal of nutritional support is to maintain 
body mass, provide nitrogen and energy in adequate amounts to support healing, 
meet metabolic demands characterised by the degree of stress, and support 
immune function. 

A traditional form of nutritional support is administering whole protein 
liquid feedings to the patient to remedy the protein deficiency. However, some 
patients requiring nutritional support have a compromised absorptive capacity 
and thus cannot tolerate whole protein liquid feedings as well as the long-chain 
fatty acids and complex carbohydrates often present in such whole protein 
feedings. Many diseases or their consequences can cause malabsorption by 
impairment of either digestion or absorption. For instance, patients suffering 
from various types of inflammatory bowel diseases typically cannot tolerate 
whole protein feedings. As a result, semi-elemental and elemental protein diets 
were developed to treat such compromised patients. 

However, in addition to the traditional inflammatory bowel type patients, 
semi-elemental and elemental protein diets are currently being used in other 
25 patient segments. Specific conditions where tiiese diets are being used include, 
for example, total parenteral nutiition patients receiving early transitional 
feedings, acutely ill, and catabolic patients with increased nifrogen needs yet 
requiring an elemental diet. 

Still further, many patients suffering from metabolic stress have a 
30 significant need for increased energy but often do not need or tolerate protein 
levels beyond the normal requirement. Such patients also cannot tolerate the 
food volume necessary to dehver the energy they need. As a result, such patients 
need an elemental diet that provides calorically dense nutritional support while at 
the same time providing moderate non-protein calories per gram of nitrogen. 
35 Although a variety of elemental and semi-eiemental diets are currently being 
used m an attempt to treat and/or provide nutritional requirements to such 
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patients, the needs of the metaboHc stressed patients are not being adequately 
met. 

Accordingly, a need exists for an enteral nutritional formulation that 
meets the nutrient requirements of metabolically stressed patients without 
unnecessarily subjecting such patients to high fluid volume treatments or 
formulations with increased protein levels. 

In one aspect, this invention provides an enteral composition 
composition designed for metabolically stressed patients; human and animal. 
The enteral composition comprises: a protein source providing about 15% to 
about 20% of the energy of the composition; a carbohydrate source; and a lipid 
source including a mixture of medium and long chain triglycerides, the enteral 
composition having a caloric density of at least about 1.4 kcal/mi. 

The enteral composition provides nutritional support in the form of 
increased energy density without elevated protein levels or excess fluid. In 
particular, the enteral composition, unlike prior compositions, has an energy 
density of at least about 1.4 kcal/ml. 

Preferably, the enteral composition provides energy dense nutritional 
support while at the same time providing moderate non-protein calories per gram 
nitrogen (NPC/gN). Specifically, the enteral composition has a clinically 
acceptable ratio of non-protein calories per gram nitrogen of at least 
approximately 90:1; for example about 140:1 to about 100:1. 

In an embodiment, the hydrolysed protein source is hydrolysed whey 

protein. 

In another aspect, this invention provides an enteral composition for a 
metabolically stressed patient comprising: about 15%o to about 20% of the energy 
of the composition of partially hydrolysed whey protein; a carbohydrate source; 
and a lipid source including a mixture of medium and long chain triglycerides; 
the composition having an energy density of at least about 1.4 kcal/ml and a ratio 
of non-protein calories per gram of nitrogen of at least about 90:1 

In another embodiment, the lipid source of the composition includes at 
least 70%) medium chain triglycerides. 

Moreover, due to the calorically dense nature of the enteral composition, 
the enteral composition may include 100% of U.S. RDA of vitamins and 
minerals in about 1500 kcal (1000 ml). 

Preferably, the composition is in ready-to-use form, is nutritionally 
complete, and contains proteins, lipids, vitamins and minerals in proportions 
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suitable for older children (10+ years) and adults. The enteral composition may 
be fed by tube or orally. 

The invention also provides a method for providing nutrition to a 
metabolicaily stressed patient. The method includes administering to the patient 
5 a therapeutically effective amount of a composition having an energy density of 
at least about 1 .4 kcal/ml. The composition with such increased energy density 
includes a protein source comprising approximately 15% to 20% of the energy of 
the composition, a carbohydrate source, and a lipid source including a mixture of 
medium and long chain triglycerides. 
10 The composition is be especially useful for patients using the 

composition as a supplement (i.e. HIV, cystic fibrosis) and as a nocturnal feeding 
(cystic fibrosis). 

Additional features and advantages of the invention are described in, and 
will be apparent from, the detailed description of the presently preferred 

15 embodiments. 

Nutritional support of hospitalised as well as non-hospitalised patients 
requires prevention, recognition and treatment of nutritional depletion that may 
occur with illness. The goals of nutritional support include stabilising metabolic 
state, maintaining body mass, and/or facilitating growth in the presence of 

20 disease and gastrointestinal dysfunction. 

Certain disease states exist that alter intake, absorption or metabolism. 
For example, certain health conditions can impair the nutrient absorption and/or 
reduced gastrointestinal tolerance for diets which are based on whole proteins. 
These conditions include patients suffering specifically from a compromised gut 

25 function as well as patients, due to the severity of their condition, who are simply 
unable to tolerate whole protein diets. 

Moreover, although certain patients with impaired nutrient absorption 
and/or reduced gastrointestinal tolerance may need fluid restriction, such patients 
do not necessarily need the increased contents of protein or special nutrients 

30 often present in existing elemental diets. For instance, patient groups suffering 
from Crohn's disease, cancer, cystic fibrosis, short bowel syndrome, cerebral 
palsy, intractable diarrhoea, gastric reflux and HIV/ AIDS often are classified as 
falling within this group of patients. Likewise, patients transitioning from 
parenteral feeding, are acutely ill, or are considered post-surgery with 

35 cardiac/renal complications requiring fluid control also have a need for increased 
energy, but often do not need or tolerate protein levels beyond normal 
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requirements and cannot tolerate the fluid volume necessary to deliver the needed 
energy. For purposes of the present application, this population of patients are 
generically referred to as metaboiically stressed patients. 

This invention provides a product that is specifically directed to meet the 
5 nutritional needs of metaboiically stressed patients without elevated protein 
levels or excess fluid. To this end, the invention provides calorically dense 
nutritional support in the form of an enteral composition while at the same time 
providing a moderate NPC/gN ratio. The composition preferably utilises 
hydrolysed whey protein, medium chain triglycerides and maltodextrin to 

10 enhance absorption in the metaboiically stressed patients. 

The protein source provides approximately 1 5% to 20% of the total 
energy of the composition; for example about 15% to 18%. In an embodiment, 
the protein source comprises approximately 16% (4 g/100 kcal) of the total 
energy of the composition. For adults and older children (10+ years old), the 

1 5 protein concentration is optimal for the moderate tissue repair needs of the 

targeted patient populations without imposing an undue nitrogen burden on renal 
function. 

The composition is preferably a peptide-based diet to maximise tolerance 
and absorption. In an embodiment, the protein source includes enzymatically 
20 hydrolysed whey protein. In a preferred embodiment, the protein source is 

hydrolysed whey protein. This type of protein source reduces the incidence of 
gastric reflux because gastric emptying is faster than with diets containing casein 
or whole whey. 

Also, the hydrolysed whey protein serves as a rich source of the amino 
25 acid cysteine. Cysteine is a limiting amino acid for the formation of glutathione, 
and endogenous glutathione needs are greater in patients with chronic 
inflammatory and infectious conditions. The composition preferably contains 
approximately 0.1% to 0.8%o of energy as cysteine. In a preferred embodiment, 
the composition contains approximately 0.37% of energy as cysteine (925 
30 mg/1000 calories). 

The protein source may also include a portion as free amino acids. As 
with protein hydrolysate, the use of free amino acids reduces the potential for 
nutrient malabsorption. In an embodiment, the protein source contains from 
about 0.1% to 2.0%) of energy of free amino acids. Preferably, the protein source 
35 of the present invention contains less than about 2% of energy of free amino 
acids. 
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Carbohydrates provides, in an embodiment, approximately 35% to 65% 
and, most preferably, approximately 40% to 60% of the energy of the 
composition. In an embodiment, the carbohydrate source provides about 51% of 
the energy of the composition. A number of carbohydrates may be used. By 
5 way of example, the carbohydrates can be chosen from maltodextrin, com starch, 
sucrose and com symp solids. 

The lipid source may includes a mixture of medium chain triglycerides 
(MCT) and long chain triglycerides (LCT). The lipid source invention provides 
about 20% to about 50% of the energy of the composition; preferably about 25% 

10 to about 40%. In an preferred embodiment, the lipid source provides about 33% 
of the energy of the composition. 

The lipid profile is designed to meet essential fatty acid needs (omega-3 
and omega-6) while also keeping the medium-chain triglyceride (MCT) content 
high and long-chain triglyceride (LCT) content low compared with prior 

15 formulas. Preferably, the lipid source comprises approximately 30% to 80% by 
weight MCTs. In a preferred embodiment, the lipid source includes about 70% 
by weight from MCTs. MCTs are easily absorbed and metabolised in the 
metabolically stressed patient The use of MCTs will also reduce the risk of 
potential for nutrient malabsorption. In a preferred embodiment, the medium 

20 chain triglyceride source is fractionated coconut oil. 

The remainder of the lipid source is a mixture of LCTs. Suitable sources 
of LCT's are canola oil, com oil, soy lecithin and residual milk fat and soybean 
oil. The lipid profiles containing such LCTs are designed to have a 
polyunsaturated fatty acid omega-6 (n-6) to omega-3 (n-3) ratio of about 1:1 to 

25 10:1; preferably about 6: 1 to about 9: 1 . The proposed ratio of n-6:n-3 is' 

designed to reduce the immune suppression associated with high omega-6 fatty 
acid concentration and provide adequate essential fatty acid. In an embodiment, 
the composition includes an omega-6 to omega-3 ratio of about 7: 1 . 

Still further, the composition contains a specialised vitamin and mineral 

30 profile. The composition may include at least 100% of the United States 

Recommended Daily Allowance (USRDA) of vitamins and minerals in 1500 
kcal. Moreover, the composition includes higher levels of key vitamins and 
minerals designed to support the metabolically stressed patients. 

Specifically, the composition may include a high level of zinc. 

35 Preferably, at least approximately 225% of the USRDA of zinc is provided in the 
composition per 1500 Kcal. In an embodiment, 28.5 to 43.5 mg per 1500 
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calories of zinc are provided. In a preferred embodiment, 36 mg per 1500 
calories of zinc is provided. The increased zinc compensates for zinc losses and 
provides increased zinc for tissue repair in a patient having increased healing 
requirements. 

5 The composition may also include an increased amount of vitamin C. At 

least approximately 750% of the USRDA of vitamin C is provided per 1500 
Kcal. In an embodiment, 405 to 615 mgper 1500 calories of vitamin C is 
provided. In a preferred embodiment, 510 mg per 1 500 calories of vitamin C is 
provided. Vitamin C is believed to accelerate the healing and granulation in 

10 patients with severe healing requirements. Vitamin C will support increased 
requirements/losses after surgery. 

The composition may also include increased amounts of selenium. 
Selenium deficiencies may develop in patients having elevated healing 
requirements. At least approximately 60 to 90 [Ag of selenium may be provided 

15 in 1500 calories of composition. In a preferred embodiment, approximately 75 
fxg of selenium per 1000 calories is provided. 

Many of the commercially available enteral formulas contain far below 
the amount of carotenoids (beta-carotene) found in usual diets of normal healthy 
people. In fact, patients on liquid formula diets as their sole source of nutrition 

20 for one week or more have been found to have plasma concentrations of 

carotenoids of only 8% to 18% as compared to controls consuming a free choice 
of diet (Bowen et al, "Hypocarotenemia in Patients Fed Enteraliy with 
Commercial Liquid Diets," Journal of Parenteral and Enteral Nutrition, 12(5); 
44-49 (1988)). Those on enteral formulas for more than three weeks have 

25 negligible concentrations of any common serum carotenoids. 

To meet these requirements, the composition may include a source of j3- 
carotene. [3-Carotene is added to the composition to normalise beta-carotene 
serum plasma levels and to avoid beta-carotene deficiency in long term tube-fed 
patients. |3-Carotene also meets a portion of the required Vitamin A, thereby 

30 meeting micro-nutrient requirements in a small caloric volume. Moreover, ^- 
carotene is an important nutrient with anti-oxidant properties. The composition 
may include approximately 1.25 to 4.0 mg per 1500 kcal of (3-carotene. In a 
preferred embodiment, the composition includes approximately 1 .52 mg of [3- 
carotene per 1500 kcal of the composition. This amount prevents deficiencies 

35 and provides for possible increased requirements in the healing patient. 
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Moreover, the P-carotene and vitamin A levels allow plasma concentrations of 

retinol to be increased to near normal optimal levels of 500 meg per litre. 

The composition may also include increased amounts of L-camitine and 

taurine to support the increased requirements of the acutely ill, catabolic patient. 
5 Both taurine and L-camitine are preferably present in amounts of approximately 

120 to 1 80 rag per 1500 calories. In preferred embodiments, both taurine and 

L-camitine are present in an amount of approximately 150 mg per 1500 calories. 
Still further, the composition may include decreased amounts of 

magnesium. Magnesium has been associated with diarrhoea. In an embodiment, 
10 magnesium is present in an amount of approximately 308 mg to 462 mg per 1500 

calories. In a preferred embodiment, magnesium is present in an amount of 

approximately 400 mg per 1500 calories. 

The composition may be in any suitable form such as ready-to-use liquid 

form and powder form. The composition can provide the total nutritional 
15 requirements of the metabolically stressed patient or can act as a supplement. 

The composition can be tube-fed to a patient, or fed by having the patient drink 

it. For instance, the composition can be provided in cans or a spike and hang 

bag. The composition is preferably ready-to-use and does not require 

reconstitution or mixing prior to use. 
20 Unlike prior formulations, the composition provides calorically dense 

nutritional support while at the same time providing a moderate NPC/gN ratio. 

To this end, the composition preferably has a caloric density of approximately 

1.4 to 1.8 kcal/ml. For example, the composition has a caloric density of about 

1 .5 kcal/ml. The composition provides a moderate NPC/gN ratio of at least 
25 about 90: 1 . For example, the composition provides a NPC/gN ratio of about 

140:1 to about 100:1. Preferably, the composition provides a NPC/gN ratio of 
131:1. 

Furthermore, unlike prior formulations, the composition has a low 
osmolality of approximately 375 to 600 mOsm/kg H2O in an unflavoured 
30 product. The osmolality of the composition in a flavoured product is 
approximately 500 to 700 mOsm/kg H2O- 

The composition may be utilised to treat metabolically stressed patients. 
As used herein, metabolically stressed patients are patients who, due to either a 
disorder or condition, are unable to tolerate whole protein diets and need fluid 
35 restriction, while at the same time caimot tolerate elevated protein levels or 

excess fluid. For example, the composition may be utilised to provide nutrition 
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to critically ill patients transitioning from total parenteral nutrition therapy and 
acutely ill, catabolic patients. Moreover, the composition can be utilised to 
provide nutrition to patients suffering from the following conditions and/or 
diseases; Crohn's disease; cystic fibrosis; HIV/ AIDS; cancer; patients of post- 
5 surgery with cardiac/renal complications requiring fluid control; intractable 
diarrhoea; short bowel syndrome; cerebral palsy; and gastric reflux. 

Of course, it will be appreciated that a variety of compositions are 
possible. An example of a composition has a caloric density of about 1.5 
kcal/ml. This is equivalent to 375 kcal/250 ml which will, in a preferred 
10 embodiment, be one unit (can or container) of product. 

Example 1 

The composition includes the following ingredients: water; 

maltodextrin, enzymatically hydrolysed whey protein, medium-chain 
1 5 triglycerides (MCT source: fractionated coconut oil); com starch; soy bean oil; 

soy lecithin; potassium phosphate; guar gum; calcium citrate; sodium phosphate; 

choline chloride; sodium chloride; calcium phosphate; calcium ascorbate; 

magnesium chloride; potassium cifrate; magnesium oxide; potassium chloride; 

taurine; citric acid; L-camitine; zinc sulphate; ferrous sulphate; DL-alpha 
20 tocopherylacetate; nicotinamide; retinyl paimitate; calcium pantothenate; 

manganese sulphate; copper sulphate; pyridoxine hydrochloride; riboflavin; 

thiamine; folic acid; cholecal ciferol; biotin; potassium iodide; {3-carotene; 

sodium molybdate; chromium chloride; phylloquinone; sodium selenate; and 

cyanocobalamin. 

25 The composition may have the following nutrient composition (per 1500 

calories (1000 ml)): 
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Nutrient Composition 


Amount 


% U.S. RDA* 


Protein 


60.0 g 


132 


Carbohydrate 


191.0 g 


** 


Lipid 


58.5 g 


** 


Water 


780 ml 


** 


Vitamin A 


6000 lU 


100 


Beta-Carotene 


3.0 mg 


** 


Vitamin D 


600 lU 


148 


Vitamin E 


45 lU 


148 


Vitamin K 


75 meg 


** 


Vitamin C 


510 mg 


840 


Thiamine (BO 


3.0 mg 


200 


Riboflavin (B2) 


3.6 mg 


212 


Niacin 


42 mg 


208 


Vitamin Be 


6mg 


300 


Folic Acid 


810 meg 


136 


Pantoth. Acid 


21 mg 


140 


Vitamin B12 


12 meg 


132 


Biotin 


600 meg 


132 


Choline 


675 mg 


** 


Taurine 


150 mg 


** 


L-Camitine 


150 mg 


** 


Calcium 


1000 mg 


100 


Phosphorus 


1000 mg 


100 


Magnesium 


400 mg 


100 


Zinc 


36 mg 


240 


Iron 


27 mg 


148 


Copper 


3.0 mg 


148 
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Nutrient Composition 


Amount 


% U.S. RDA* 


Manganese 


4.0 mg 




Iodine 


225 meg 


148 


Sodium 


1020 mg 


** 


Potassium 


1872 mg 


** 


Chloride 


1740 mg 


** 


Chromium 


60 meg 


** 


Molybdenum 


180 meg 


** 


Selenium 


75 meg 


** 



* U.S. Recommended Daily Allowance for Adults & Children 4 or more 

years of age 
** U.S. RDA not established 
5 *** MCT provides 40.8 grams/1000 ml 

In this example, the protein source comprises essentially 100% 
hydrolysed whey protein. The carbohydrate source preferably includes 
approximately 70% to 95% maltodextrin, from about 5% to 15% com starch, and 
10 up to about 20% sucrose; all % being on the basis of energy. Lastly, the lipid 
source preferably includes approximately 70%) MCTs, approximately 17%) 
soybean oil; approximately 8%> residual milk fats; and approximately 5% soy 
lecithin; all % being on the basis of weight. 

15 Example 2 

The composition of example 1 is evaluated in a group of severely 
traumatised patients requiring early enteral feeding. Patients are fed by small 
bowel feeding tubes. The goal of this early feeding is to supply at least 60% of 
their calculated energy needs. The primary data collected to evaluate this early 

20 feeding is to determine the tolerance to early and fairly aggressive feeding. 
Gastrointestinal symptoms such as diarrhoea, bloating and cramping are 
tabulated and evaluated. Actual intake as a percentage of calculated energy 
requirements is calculated for each patient on each day of feeding for five 
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consecutive days. The nutritional goals set are 25 kcal/kg of estimated body 
weight/day and 1 .6 grams of protein/kg/day. 

Eighteen (18) patients are entered into the study and 16 of these patients 
complete the 5 days of feeding. For the first 24 hours of feeding, the average 
intake for the 16 patients is 65 ± 12% of the calculated nutritional requirement. 
The intake over the first 48 hours of feeding is 68 ± 8% of requirements. Over 
the first 72 hours of feeding, the average intake is 73 ± 6% of requirements and 
for the first 96 hours of feeding, the mean intake typically rises to 87 ± 6% of 
requirement. Over the full five days of feeding evaluation, the average intake is 
92 ± 7% of the calculated energy requirements for the 1 6 patients who completed 
the full study period. Diarrhoea develops in only one patient in the group and 
this generally persists for approximately 18 hours. No other gastrointestinal 
symptoms would typically be reported during the study period. 

It should be understood that various changes and modifications to the 
presently preferred embodiments described herein will be apparent to those 
skilled in the art. Such changes and modifications can be made without 
departing firom the spirit and scope of the invention and without diminishing its 
attendant advantages. It is therefore intended that such changes and 
modifications be covered by the appended claims. 
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Claims : 

1 . An enteral composition designed for metabolically stressed patients 
comprising: 

5 a protein source providing about 15% to about 20% of the energy of the 

composition; 

a carbohydrate source; and 

a lipid source including a mixture of medium and long chain 
triglycerides, the enteral composition having a caloric density of at least about 
10 1.4kcal/ml. 

2. The enteral composition of claim 1 wherein the composition provides a 
ratio of non-protein calories per gram nitrogen of at least approximately 90:1. 

15 3. The enteral composition of claim 1 or claim 2 wherein the protein source 
consists essentially of partially hydrolysed whey proteins. 

4. An enteral composition for a metabolically stressed patient comprising: 
about 15% to about 20% of the energy of the composition of partially 

20 hydrolysed whey protein; 

a carbohydrate source; and 

a lipid source including a mixture of medium and long chain 
triglycerides; 

the composition having an energy density of at least about 1 .4 kcal/ml 
25 and a ratio of non-protein calories per gram of nitrogen of at least about 90: 1 . 

5. The enteral composition of any of claims 1 to 4 wherein the lipid source 
provides about 20% to 50%o of the energy of the composition. 

30 6. The enteral composition of any of claims 1 to 5 which includes at least 
about 100% of U.S. RDA of vitamins and minerals in about 1500 kcal. 

7. The enteral composition of any of claims 1 to 5 wherein the composition 
includes per 1500 kcal of composition: 
35 a zinc source providing from approximately 28.5 to 43.5 mg; 

a vitamin C source providing from approximately 405 to 6 1 5 mg; 
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a selenium source providing from approximately 60 to 90 mg; 

a taurine source providing from approximately 120 to 180 mg; and 

a L-camitine source providing from approximately 120 to 180 mg. 

5 8. The enteral composition of any of claims 1 to 7 further including a 
source of j3-carotene. 

9. The enteral composition of any of claims 1 to 8 which has an energy 
density of about 1.4 to about 1.8 kcal/ml. 

10 

1 0. A method for providing nutrition to a metabolically sfressed patient 
comprising the step of administering to the patient a therapeutically effective 
amount of a composition comprising: 

a protein source comprising approximately 15% to about 20% of the 
15 energy of the composition; 

a carbohydrate source; and 

a lipid source including a mixture of medium and long chain 
triglycerides, the enteral composition having a caloric density of at least about 
1.4 kcai/ml. 
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Declaration and Power of Attorney For Patent Application 



As a below named inventor, I hereby declare that: 

My residence, post office address and citizenship are as stated below next to my name, 

I believe i am the originai, first and sole inventor (if only one name is listed below) or an original, 
first and joint inventor (If plural names are listed below) of the subject matter which is claimed and for 
which a patent is sought on the invention entitled 

CALORICALLY DENSE NUTRITIONAL COMPOSITION 

the specification of which 

; Jcheck one) 
□ is attached hereto. 

a was filed on August 17, 2000 as United States Application No. or PCT International 

iii Application Number 09/622,629 

■B and was amended on 



I hereby state that I have reviewed and understand the contents of the above identified specification, 
including the claims, as amended by any amendment referred to above. 

; ( acknowledge the duty to disclose to the United States Patent and Trademark Office all infomiation 
"known to me to be material to patentability as defined in Title 37, Code of Federal Regulations, 
Section 1.56. 

I hereby claim foreign priority benefits under Title 35, United States Code, Section 119(a)-(d) or 
Section 365(b) of any foreign application(s) for patent or inventor's certificate, or Section 365(a) of 
any PCT Intemationai application which designated at least one country other than the United States, 
listed below and have also identified below, by checking the box, any foreign application for patent or 
inventor's certificate or PCT International application having a filing date before that of the application 
on which priority is claimed. 

Prior Foreign Application{s) Priority Not Claimed 



PCT/EP98/08568 PCT 30 December 1998 

(Number) (Country) (Day/MonthA'ear Filed) 



English Language Declaration 



(if applicable) 



□ 



(Number) 



(Country) 



(Day/Month/Year Filed) 



□ 



(Number) 



(Country) 



(Day/MonthA'ear Filed) 
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! hereby claim the benefit under 35 U.S.C. Section 119(e) of any United States provisional 
application(s) listed below: 



(Application Serial No.) 


(Filing Date) 


(Application Serial No.) 


(Filing Date) 


(Application Serial No.) 


(Filing Date) 



I hereby claim the benefit under 35 U. S. C. Section 120 of any United States application(s), or 
Section 365(c) of any PCT Intemational application designating the United States, listed below and, 
insofar as the subject matter of each of the claims of this application Is not disclosed in the prior 
United States or PCT International application in the manner provided by the first paragraph of 35 
M S.C. Section 112, i acknowledge the duty to disclose to the United States Patent and Trademark 
Office all information known to me to be material to patentability as defined In Title 37, C. F. R., 
Section 1 .56 which became available between the filing date of the prior application and the national 
(3r PCT International filing date of this application: 



09/025,363 


February 18, 1998 


Pending 


(Application Serial No.) 


(Filing Date) 


(Status) 






(patented, pending, abandoned) 


(Application Serial No.) 


(Filing Date) 


(Status) 






(patented, pending, abandoned) 



(Application Serial No.) (Filing Date) (Status) 

(patented, pending, abandoned) 



I hereby declare that all statements made herein of my own knowledge are true and that all 
statements made on information and belief are believed to be true; and further that these statements 
were made with the knowledge that willful false statements and the like so made are punishable by 
fine or imprisonment, or both, under Section 1001 of Title 16 of the United States Code and that such 
willful false statements may jeopardize the validity of the application or any patent issued thereon. 
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POWER OF ATTORNEY: As a named inventor, I hereby appoint the following attorney(s) and/or 

agent(s) to prosecute this application and transact all business in the Patent and Trademark Office 

connected therewith, (list name and registration number) 

Robert M. Barrett (30,142) Adam H. Masia (35,602) 

Timothy L. Harney (38,174) Dante J, Picciano (33,543) 

Renato L. Smith (45,1 17) Amy J. Cast (41,773) 

Alan L. Barry (30,819) Michael S. Leonard (37,557) 

Troy A. Groetren (46,442) William E. Vaughan (39,056) 

Patricia A. Kane (46,446) Robert W. Connors (P46,639) 

Thomas C. Basso (F46,541) 



Send Correspondence to: ^^^^^^ M. Barrett 

Bell, Boyd & Lloyd LLC 
P.O. Box 1135 

. Chicago, Illinois 60690-1135 

■ Direct Telephone Calls to: (name and telephone number) 
Robert M. Barrett (312) 807-4204 





Full name of sole or first inventor 

David A. Mark 




bole or first inventor s signature 


Date 






s Residence " ~- — - — — 

Oak Park, Illinois 




Citizenship ■ 

United States 




J Post Office Address ~ — 

714 South Elmwood Avenue 




Oak Park, Dlinois 60304 








Full name of second inventor, if any " — . 

Diana Twyman^,^—-- 




becond inventors signature /''xx^ 








Residence / J 
Chicago\lllinois ^ (y 








i/iiizensnip — ~— — - — ■ 

United States 




Post Office Address — . _ _ — 

344 West Dickens, No. 7 




Chicago, Illinois 60614 
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Full name of third inventor, if any 
Tojnjflchalski \ 



Third inventor's signature 



Date 




Residence 
Graysjgke^^lllm 



Citizenship 
United States 
Post Oflice Address 
33094 Aishley Drive 

Grayslalce, Illinois 60030 



Full name of fourth Inventor, If any 



Fourth inventor's signature 

Residence 
;3 Citizenship 
|l Post Office Address 



Full name of fifth inventor, if any 
3 FifSi inventor's signature 
;3 Residence 
=^ Citizenship 

Post Office Address ~ 



Full name of sixth inventor, if any 
Sixth inventor's signature 
Residence 
Citizenship 



Post Office Address 
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